aldosterone. In ACTH-independent bilateral macronodular adrenocortical hyperplasia (AIMAH), a subset of adrenocortical Cushing's syndrome, these corticosteroids may also be hypersecreted (2). Such a rare case of autonomous cortisol production without classical Cushingoid features has been reported in this issue of the See also p 304.
The authors considered that the pathogenesis of hypertension with metabolic alkalosis is likely due to hypersecretion of the weak mineralocorticoids. Except for such rare cases, corticosteroid secretion is usually within the normal range in most cases of Cushing's syndrome. An alternative mechanism to explain apparent mineralocorticoid excess state associated with cortisol overproduction is related to l l p-hydroxysteroid dehydrogenase (llp-HSD). llp-HSD type 2 or renal isoform of l l p-HSD converts cortisol to inactive cortisone in mineralocorticoid target tissue such as the renal distal tubules. Substrate saturation or ACTH per se inhibits this enzyme activity resulting in an abundance of cortisol. Since cortisol binds to mineralocorticoid receptor with an equal affinity for aldosterone, cortisol overproduction in the presence of suppressed 1 1 P-HSD type 2 activity causes hypertension mimicking mineralocorticoid excess. Thus the enzyme l lp-HSD type 2 confers aldosterone specificity on mineralocorticoid receptor.
In addition to its effect on kidneys, cortisol may also exert vascular effects in most cases of Cushing's syndrome. : 190-196, 2001 .
